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Amendments to 



the Claims \ ^^^T AVAILABLE copy 



Claims 1-2 (Cancelled) 

Claim 3 (Currently amendedj): A method of ye^^^ det^^ii^inR whether a compound 
that modulates insulin receptor activity, comprising comparing n ^^ fn^ rn^^'^^^or all or partQf t he 
structure of a the compound I for modult.ting inoulin te 
quaternary structure of insulin receptor or a kagmt 

the compound M^interac^ '*"^P'°'' 
activity. 



iHHy-to all or part of the fitted 
■■ derivative thereof to determine whether 



Claim 4 (Currently amended): The method of claim i^3, further comprising determining 
whether the compound modulates the activity of the insulin receptor or ^fiatmcnt or njhe 
derivative thereof having iiisulin receptor activity in an in vivo ot in vitro assay. 

Claim 5 (Currendy amenddd): The method of claiiiv^>3. wherein the compound 
comprises an insuHn receptor agonist or an IR antagonist. 



Claim 6 (Currently amended): The method of claim wherein the fitted quaternary 
structure of insuHn receptor comprise, substantially the entire fitted quaternary structure of 

insulin receptor. 



Claim 7 (Cuirently amended): The method of claim 4^ 3. wh^t^in the, comparing ?tep 
comprise s furthor comprioing : 
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.^..„H..p .tn,.n».l coordin^eM»rfe.matie» definine a ligand binding site conformation 
including at least one from monomer A in Ta ,le I L-d it least one residue from 

monomer B in Table IX, the ligand binding 3ite defin.dby the a^^e amino acid distances^ 
Usted in Table il, wherein the program displays the c uatemary sUuctore thereof; 
b) comparing the structural coordir^ates of the ccmpound toithe structural coordinates of the 
ligand binding s.te and determining whether the compound fits spatially into the ligand binding 
site and is capable of changing insulin receptor from an inactive: conformation to an active 
conformation or biasing insjiUn receptor towards an active confirmation; 
wherein the ability to chan^ insulin receptor from . n inactive conformation to an active 
conformation or bias insulin receptor toward an acti ve conform^ion is predictive of the ability of 
Ull Luaipnunl ,i;^^..inl.v. insulin n-rmor .rtivity hy aponizinp insulin receptor 
activity. 

Claim 8 (Original): Theimethod of claim 7. further comprising preparing the compound that 
fits spatially into the ligand binding site and detertr.ning whether the compound agonizes insulin 
receptor activity in an insulin receptor activity assay. 



Receive 



a 



Claim 9 (Currently amended): THe method . .f claim 3, wh.t>>in the comparing step . 

comprises furthct compriping : 

providing4n^ed..biftg4»to a computer pro,ram on th..;.nmrut,r. the computer progran, 
.rn,.>nrnl coordinates iefe^atioi^defin: ng a Ugandbindingisite conformation 
including at least one residue from monomer A in Table I L^i^ at least one residue from 
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moromer B in Table M, the Ugand binding site defined by the .pprt^ximate aniino acid 
coordinates listed in Table l,i wherein the program displays the quaternary structvue thereof; 
b) comparing the structural coordinates of the compound n the structural coordinates of the 
Ug. ad binding site and deterrnining whether the compound fits s|^tially Into the ligand binding 
site and is capable of changing insulin receptor fi-om an active oo»formation to an inactive 
conformation or biasing insulin receptor toward an inactive co ifOnnation; 
wherein the ability to change insulin receptor fo,in an active coniformatian to an inactive 
confomation or bias insulin receptor toward an inactive confc rmation i.predictive of the ability 
of .he compound to -^.^i.t- — "^^ ^-^^'^ «^:^MaESni^ ir-suUn receptor 

activity. 

Claim 10 (Original): The method of claim 9, further comprising pi^pamng the compound that 
fits spatially into the Ugand binding site and determining whether the test compound antagonizes 
in sulin receptor activity in m insulin receptor activity assay. . 

Claim 11. (Currently amended): The method of claim 4.e.3. wh.rtin the comparing step. 

c ompri$es- fmthor compriaing : 

f • providin g i,,troduoinf into a cbmpufer program on^f^pimpntP T th. rnmputcr program 
...,„.i. . coordinates- iBfe^i^ defining a cam including at least one residue from 

t].e Cam-loop segment in Table 2 and at least one residue frcm the LI surface in Table 2. 
wherein the program displays the quaternary stmctuie thereof;; 

b) comparing the structural coordinates of the compourdajo the structural coordinates of the 
and determining whdther the compound interacts with the cam and is capable of changing 



cam I 
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recepto torn 



towar( in 



insulin 
receptor 
wherein the ab 
conformation i 
a gonizing 
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interacts with 
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an inacive confociMtion m an active confoflnatlon or biasing insulin 

I 

active corifomoation; 
ty to change! insulin receptor from an inactive c(^f oimation to an active 
predictive of the ability of the compound to momei«gd|Hn n-.c. ptor activity by 
insulin receptor activity. 



im 12 (On|nal): The method of claim 11. further comprising preparing the compound that 
and determining whether the test compound agonizes insulin receptor 



ecam : 



activity in an flsulin receptor activity assay. 



enUy amendbd): The method of claim 4^ wher nn tht. con^paring step 
hot comprisin g: 



including st 



, int. oduciiig int o a computer program o n th^. rHmputer , the computer prograni 
L,^l nnnrdinates ifrformatie^fining a cam conformation including at least one 



L Cam-loop: segment in Table 2 and at least onejiesidue from the LI surface in 
tin the program displays the quaternary structure :thereof ; 
ring the structural coordinates of the compound <o the structural coordinates of the 
Uining wheiher the compound interacts with the'cain'ai..Hs capable of changing- 4.- 
Lr from an active confoimation to an inactive confonnation; 
Lity to chaAge insulin receptor from an active conforma ion to an inactive 
or bias insulin receptor toward an inactive conformation is predictive of the ability 
Ld r.^H,i».r« insuli» r^r.^^^r activity hv antaBonizing,«rtage««»-insu1in 

I ; \\ 

lity. 
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Claim 14 (Original): The i .cthod of claim 13. further comprising preparing the compoun-a th* 
interacts with the cam and c t^teimining whether the test compound antagonizes insulin receptor 
activity in an insulin recept. r activity assay. 

i 

Claim 15 (Currently amendii): The method of «»5^1aiiii^ 3, wherein the i asulin 
receptor is bound to insulin ■ 

Qaims 16-18 (Cancelled) ■ . 

t 

Claim 19 (New): The rticthod of claim 3. wherein the fitteci quaternary structure of insulin 
receptor is determined at a resolution of at least 3 Angstroms within the domains of the 
quaternary structure and at feast 5 Angstroms between domains Of the quaternary structure. 
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